subsets that themselves then become partners in the regulatory process 7 . Thus, regulation can target and be carried on by other lymphocyte populations-a well-described process in the context of transplantation tolerance 8 . In addition to allowing the propagation of regulation from a small number of nT reg cells, another advantage would be that the induced regulation could be shaped by the endogenous features of the targeted site. This would trigger a regulatory response suitable to a given environment. The underlying mechanisms of such a phenomenon have remained incompletely understood but are believed to occur via diverse processes involving cell contact and/or the release of soluble factors. In this context, it has been suggested that nT reg cells could mediate infectious tolerance by converting naive CD4 + T cells into iT reg cells in a TGF-b dependent manner 9 . Dendritic cells are also probably central to this process. Indeed, nT reg cells can manipulate antigenpresenting cells toward a tolerogenic phenotype; these in turn induce new populations of T reg cells 10 . Because of the complexity of each microenvironment encountered by T reg cells, the mediators of these responses are probably numerous and involve a large number of cytokines.
IL-35 is a heterodimeric cytokine consisting of an EBI3 subunit plus the p35 subunit of IL-12 (ref. 10) . The introduction of IL-35 into the regulatory network came from a study proposing that this cytokine contributes to the ability of mouse nT reg cells to mediate their regulatory functions 11 . Vignali and colleagues now add another member to the expanding family of T reg cells and propose that nT reg cell-mediated suppression induces, via the concerted action of IL-10 and IL-35, a population of T reg cells the precise mechanisms by which these cells function to maintain the delicate balance between immunity and tolerance remain poorly understood, it is presumed that 'collaboration' and crosstalk among these various T reg cell populations are required for the integrated control of immune responses (Fig. 1) .
Particular attention has been given to nT reg cells as a critical mediators of peripheral tolerance. Although abundant experimental and clinical evidence supports the idea of a role for nT reg cells in immune homeostasis, much remains to be understood about their mechanism of action, origin and connection with other T reg cell subsets.
In particular, what has remained unclear is how such a defined population could control the diverse immunologic landscapes of the host not only under steady-state conditions but also in the face of diverse insults. The beginning of an explanation was provided by studies demonstrating that the ability of T reg cells to control immunologically polarized settings can be associated with their acquisition of specific transcription factors linked to effector T cell lineages, such as T-bet and IRF4 (refs. 5,6) . Such a phenomenon would endow T reg cells with defined homing, survival and regulatory properties and therefore allow them to 'tune' their suppressive capacity to suit specific settings.
A complementary explanation may be associated with the 'passing of the torch' of the T reg cell phenotype to other cell subsets and the establishment of regulatory networks. This idea of 'infectious tolerance' proposes that regulatory function is not a property solely of specialized cells but is instead an ability that can be transferred to other cell T he maintenance of host integrity relies on the constant resetting of tissue homeostasis by regulatory networks. One cardinal feature of this regulation is associated with the ability of lymphocytes with constitutive or induced regulatory properties to accumulate at the disrupted site and limit tissue damage. In this issue of Nature Immunology, a paper by Vignali and colleagues describes a newly identified population of induced CD4 + regulatory T cells (T reg cells), called 'iT R 35 cells' , with a highly distinctive phenotype and potent suppressive functions 1 .
The idea of populations of cells with regulatory properties has taken center stage over the past few years. CD4 + T reg cells in particular have an essential role in maintaining peripheral immune tolerance as well as in preventing autoimmunity and chronic inflammation. Several types of T reg cells have been described on the basis of their origin, generation and mechanism of action. In a simplistic manner, these cells can be cat- of the potentially detrimental role of IL-35, assessing how far this rippling regulatory effect could go and identifying the factors able to constrain the spreading of regulation is critical. Nevertheless, one striking feature of IL-35 is its instability. This trait renders its generation in vitro challenging and has raised some controversy about the physiological existence of this molecule as a heterodimeric cytokine. However, the lability of IL-35 could in fact represent an inherent safety feature in that this constrains its effect to the targeted sites. Another surprising aspect of T reg cells induced in the presence of IL-35 is the finding that they are apparently distinguished solely by the upregulation of both chains of this cytokine. This unusual and highly defined transcriptional profile clearly deserves further exploration. Furthermore, given this unusual phenotype, it remains unclear if these cells can be truthfully described as an actual subset, and indeed the authors of this study make no such claim 1 .
As the cascade of events triggered by the introduction of a defined population of T reg cells is linked to the microenvironment in which they are encountered, the participants and mediators of infectious tolerance are probably numerous. Furthermore, in many cases the mechanisms of action of the triggering population are probably distinct from the induced ones. Thus, much remains to be learned to grasp regulation in an integrated manner and devise appropriate therapeutic strategies aimed at the induction or limitation of regulatory pathways. phenotype 14 . One intriguing feature of the iT R 35 cells described by Vignali and colleagues is their apparent stability and efficiency in vivo. For example, these cells are as efficient as nT reg cells at restoring immune homeostasis and preventing autoimmunity in Foxp3 -/-mice, controlling T cell proliferation in a lymphopenic setting and limiting the pathogenesis during experimental colitis. This would suggest that the 'guilt by association' of these T reg cells could represent a safer and broadly effective therapeutic strategy for promoting regulation in vivo. The physiological relevance of this efficiency and stability in vivo remains unclear, but it could be speculated that iT R The controlled expansion or generation of new populations of T reg cells has raised tremendous interest because of its therapeutic potential. However, the enthusiasm for using these cells has been tempered by the observation that in the face of inflammation, T reg cells can lose their regulatory properties and in some cases acquire an effector 
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